REMARKS 

The following remarks are in response to the office action dated June 15, 2007. 

Summary of Claim Status 

Claims 45-47, 50, 53-57 and 61-70 are pending in this application. Claims 45-47, 
50, 53, 56 and 61-70 have been deemed allowable. 

Claims 55 and 57 are rejected under 35 U.S.C. 1 12, first and second paragraph, as 
lacking enablement and being indefinite. Specifically, the Office Action asserts that 
claims 55 and 57 are indefinite because "it is not clear whether the intended method is to 
treat, to reduce symptoms, to reduce the severity, to cure or to prevent the IFN-y 
mediated disease. The Office Action further asserts that claims 55 and 57 lack 
enablement because "the specification does not reasonably provide enablement for the 
method comprising administering to a subject suffering from an IFN-y mediated disease 
as in claim 57 includmg AIDS and SLE." 

Summary of Claim Amendments 

In the interest of expediting prosecution of the currently allowable claims. 
Applicant has amended claims 55 and cancelled claims 54 and 57. Claim 55 is amended 
to clarify that the method is directed to "treating a human patient . . . wherein the patient 
has one or more of the conditions of systemic lupus erythematosus (SLE) and lupus 
nephritis." 

The above amendments are made without prejudice to Applicant's right to pursue 
the subject matter removed fi-om these claims in a continuation application. 

Rejection Under 35 U.S.C. 112, second paragraph 

The Office Action rejects claims 55 and 57 under 35 U.S.C. 1 12, second 
paragraph, on grounds that clauns 55 and 57 are indefinite because "it is not clear 
whether the intended method is to treat, to reduce symptoms, to reduce the severity, to 
cure or to prevent the IFN-y mediated disease. 

Without agreeing with the above ground of rejection, and solely for the purpose of 
advancing prosecution, Applicant has cancelled claim 57 and amended claim 55 to recite, 
a "method of treating sl patient." This amendment is made specifically in response to the 
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examiner's suggestion that claims directed to a method "to treat" would be definite, and 
is therefore believed to overcome the rejection as stated. Applicant amends claim 55 as 
set forth above with the understanding that treating a subject inherently will result in the 
reduction of symptoms and severity, potentially curing or preventing worsening of the 
IFN-y mediated disease. {See specification, paragraph spanning pages 31-32.) 
Accordingly, Applicant submits that amended claim 55 is definite and requests that the 
rejection be withdrawn. 

Rejection Under 35 U.S.C. 112, first paragraph 

The Office Action rejects claims 55 and 57 on grounds that the specification fails 
to "enable" the claimed method of treating SLE and AIDs. Specifically, the Office Action 
argues that the claimed IFN-y antibodies of the invention would not be expected to be 
effective in treating such diseases. It is Applicant's understanding that the basis of this 
rejection is essentially that the claimed utility is not "credible." 

In order to narrow the issues before the examiner and place the claims in 
condition for allowance, Applicant has cancelled claim 57 (which previously covered 
multiple IFN-y-mediated diseases) and amended claim 55 (which previously recited a 
method of treating a subject suffering from any "IFN-y mediated disease") to be limited 
to methods of treating a subject having an SLE-related disease, specifically "systemic 
lupus erythematosus (SLE) and lupus nephritis." Applicant has, accordingly, narrowed 
the list of diseases to a single class of conditions associated with SLE. 

In view of the fact that the above amendment deletes AIDS as a claimed disease, 
Applicant submits that the rejection based on lack of enablement with respect to treating 
AIDs is now moot, and should be withdrawn, 

Applicant submits that rejections based on §1 12, second paragraph, have been 
overcome by the cancellation of claim 57 (which deletes, in addition to various other 
diseases, the reference to AIDs) and the amendment of claim 55 (which clarifies that the 
claimed method relates to a method of "treating," and incorporates from claim 57 the 
single class of SLE-related diseases, specifically "systemic lupus erythematosus (SLE) 
and lupus nephritis"). 
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In the following sections, Applicant provides arguments and evidence that the 
outstanding Office Action does not establish a prima facie case of lack of enablement, 
and that evidence already of record establishes that one skilled in the art would have a 
reasonable expectation that the claimed IFN-y antibodies of the present invention would 
be expected to be effective in treating SLE-related diseases. Based on this evidence. 
Applicant submits that the outstanding rejection should be withdrawn and claim 55 
allowed. 

A. The Patent Office Bears the Burden to Establish Lack of Efficacy 

MPEP 2107.02 provides that "an applicant's assertion of utility creates a 
presumption of utility that will be sufficient to satisfy the utility requirement of 35 U.S.C. 
101." See, e.g., In re Jolles, 628 R2d 1322, 206 USPQ 885 (CCPA 1980); In re Irons, 
340 F.2d 974, 144 USPQ 351 (CCPA 1965); In re Langer, 503 F.2d 1380, 183 USPQ 
288 (CCPA 1974); In re Sichert, 566 F.2d 1 154, 1 159, 196 USPQ 209, 212-13 (CCPA 
1977). In In re Brana, 51 F.3d 1560, 34 USPQ2d 1436 (Fed. Cir. 1995), the Federal 
Circuit adopted the standard for 35 U.S.C. 1 12, first paragraph rejections, as it was 
expressed by the Court of Customs and Patent Appeals in In re Marzocchi, 439 F,2d 220, 
223, 169 USPQ 367, 369 (CCPA 1971), namely: 

[A] specification disclosure which contains a teaching of the manner and process 
of making and using the invention in terms which correspond in scope to those 
used in describing and defining the subject matter sought to be patented must be 
taken as in compliance with the enabling requirement of the first paragraph of § 
1 12 unless there is reason to doubt the objective truth of the statements contained 
therein which must be relied on for enabling support, (emphasis added). 

Thus, the Office must presume that a statement of utility made by an applicant is true. 

See In re Langer, 503 F.2d at 1391, 183 USPQ at 297; In re Malachowski, 530 F.2d 

1402, 1404, 189 USPQ 432, 435 (CCPA 1976); In re Brana, 51 F.3d 1560, 34 USPQ2d 

1 436 (Fed. Cir. 1995). MPEP 2107.02 further provides that, in order to overcome this 

presumption, 

Office personnel must provide evidence sufficient to show that the statement of 
asserted utility would be considered "false" by a person of ordinary skill in the art. 
Of course, a person of ordinary skill must have the benefit of both facts and 
reasoning in order to assess tlie truth of a statement. This means that if the 
applicant has presented facts that support the reasoning used in asserting a utility. 
Office persomiel must present countervailing facts and reasoning sufficient to 
establish that a person of ordinary skill would not believe the applicant's assertion 
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of utility. In re Brana. 51 F.3d 1560. 34 USP02d 1436 (Fed. Cir. 1995). The 
initial evidentiary standard used during evaluation of this question is a 
preponderance of the evidence (i.e., the totality of facts and reasoning suggest that 
it is more likely than not that the statement of the applicant is false). 

Accordingly, Applicant's claimed utility must initially be presumed correct. In order to 

overcome this presumption, the Examiner must submit evidence that contradicts 

Applicant's claimed utility. In the absence of evidence contradicting and overcoming the 

presumption of credibility of Applicant's claimed utility, the Patent Office has not 

established a prima facie case of lack of enablement. Even if the Patent Office does 

satisfy its burden of submitting evidence that overcomes the presumption of credibility of 

Applicant's asserted utility, Applicant may submit (and the Examiner must consider) 

evidence rebutting the Examiner's evidence. 

B. The Office Action Does Not Overcome the Presmnption That 
Applicant's Claimed Utility is Credible . 

The Office Action specifically states that claims 55 and 57 lack enablement 
because "the specification does not reasonably provide enablement for the method 
comprising administermg to a subject suffering from an IFN- y mediated disease as in 
claim 57 including AIDS and SLE." In support of this rejection, the Examiner relies of 
the following three prior art references: 

• Clinical Trials News (NIAID, 4/27/07); 

• Merck Manual of Medical Information (p. 1018-1019); and 

• Repik et al. (Current Opin. Investig, Drugs, 2007, vol. 8(2): 130-139). 

The Office Action states that the Clinical Trials News reference teaches that "there is no 
single standard therapy available for treatment of SLE," the only "FDA approved therapy 
for SLE includes corticosteroids, cyclophosphamide, azathioprine, methotrexate, 
cyclosporine, rituximab and lefluonomide," and "the only known antibody in conjunction 
with other SLE drugs is rituximab which binds to CD20." 

Applicant respectfiiUy submits that the above-stated grounds of rejection fail to 
provide facts or reasoning sufficient to establish that a person of ordinary skill would not 
believe the applicant's assertion of utility. The rejection set forth in the Office Action is 
predicated on the argument that IFN-y antibodies are not yet on the list of FDA approved 
therapies for SLE. The Federal Circuit has held, however, that FDA approval is not the 
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standard for enablement. Scott v. Finney, 34 F.3d 1058, 1063, 32 USPQ2d 11 15, 1120 
(Fed.Cir. 1994); In re Wands, 8 USPQ2d 1400 (Fed. Cir. 1988). The Patent Office 
guidelines also clearly state that absence of FDA approval does not establish a lack of 
enablement: MPEP 2107.01 specifically provides that 

Usefulness in patent law, and in particular in the context of pharmaceutical 
inventions, necessarily includes the expectation of further research and 
development. The stage at which an invention in this field becomes useful is well 
before it is ready to be administered to humans. Were we to require Phase II 
testing in order to prove utility, the associated costs would prevent many 
companies from obtaining patent protection on promising new inventions, thereby 
eliminating an incentive to pursue, through research and development, potential 
cures in many crucial areas such as the treatment of cancer. In re Brana, 51 F.3d 
1560, 34 USPQ2d 1436 (Fed. Cir. 1995). Accordingly, Office personnel should 
not construe 35 U.S.C. 101, under the logic of "practical" utility or otherwise, to 
require that an applicant demonstrate that a therapeutic agent based on a claimed 
invention is a safe or fully effective drug for humans. See, e.g., In re Sichert, 566 
F.2d 1 154, 196 USPQ 209 (CCPA 1977); In re Hartop, 311 F.2d 249, 135 USPQ 
419 (CCPA 1962); In re Anthony, 414 F.2d 1383, 162 USPQ 594 (CCPA 1969); 
In re Watson, 517 F.2d465, 186 USPQ 11 (CCPA 1975). 

Thus, the fact that the FDA has not approved IFN-y for treatment of SLE does not 

constitute evidence that IFN-y is not effective in treating SLE. 

Moreover, the Clinical Trial News reference fails to disclose any teaching 
relevant to whether IFN-y antibodies would be expected to treat SLE. To the extent that 
the Office Action relies on this reference solely for the proposition that IFN-y antibodies 
are not currentiy approved by the FDA, it fails to satisfy the Patent Office's burden to 
establish a prima facie case of lack of enablement by providing countervailing facts and 
reasoning sufficient to establish that a person of ordinary skill would not believe that 
IFN-y antibodies would be expected to tieat the claimed diseases. In the absence of 
evidence to this effect, this ground of rejection should be vidthdrawn. The Office Action 
further relies on the Merck Manual and the Repik et al. references in support of the 
argument that the application does not enable one skilled in the art to treat AIDS using 
IFN-y antibodies. Applicant submits that the cancellation of 57 removes the reference to 
AIDS and renders this ground of rejection moot. Thus, Applicant requests withdrawal of 
the rejection based on these references. 

Finally, the Office Action does not assert or provide evidence that IFN-y 
antibodies would not be expected to be effective in treating the SLE-related diseases 
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("systemic lupus erythematosus (SLE) and lupus nephritis") now recited in amended 
claim 55. All other diseases previously recited in cancelled claim 57 (including AIDS) 
have been deleted from the claims and are not therefore relevant. In view of the fact that 
the ground of rejection is based solely on the argument that the FDA has not yet approved 
an IFN-Y antibody for treatment of SLE-related diseases, Applicant submits that the 
Office Action does not provide sufficient evidence or reasoning to establish a prima facie 
case of lack of enablement with respect to SLE-related diseases. 

C. Evidence of Record Supports Applicant's Claimed Utility . 

Notwithstanding the fact that the Office Action does not satisfy the requirement of 
establishing a prima facie case of lack of enablement (by providing evidence or reasoning 
that contradicts Applicant's claim of utility), Applicant submits the following published 
references (already of record in the present application) as evidence that the claimed 
utility is credible. 

TABLE 1 

References that teach that IFN-y antibodies treat SLE-related diseases 



Reference 


Teaching 


US 5,888,511 
(Exhibit A) 


Treatment of human patients with anti-IFN-y polyclonal antibodies are 
effective in treating SLE ("pain and swelling in joints have decreased and 
sliin lesions have disappeared") (Example 5) 


U.S. 6,036,956 
(Exhibit B) 


Treatment of mice with anti-IFN-y monoclonal antibodies in a model for 
SLE results in "improved survival rate of mice treated with DB-1 [anti- 
IFN^ monoclonal antibodies]". (Example 1) 


Ozmen et al., Eur. J. 
Immunology 25:6-12 (1995) 
(Exhibit C). 


Antagonism to IFN-y either by a monoclonal antibody to IFN-y or by a 
soluble receptor to IFN-y, inhibited the onset of SLE-induced 
glomerulonephritis and improved the survival rate of mice. (Abstract) 


Jacob et al., J. Exp. Med 
166:798 (1987) (Exhibit D). 


In vivo treatment of mice having SLE-like syndrome with a IFN-y 
monoclonal antibody results in delayed onset of SLE and "prolonged 
survival." (Figure 3) 


Skurkovich et al.. Int. J. 
Immunotherapy XIV(l) 23-32 
(1998) (Exhibit E). 


IFN-y antibodies used to successfiilly treat SLE in humans. 



In summary, the above publications constitute evidence of successful treatment of human 
and animal subjects having SLE-related diseases (US Patent No. 5,888,51 1; Skurkovich 
et al. (1998), Int . J. Immunotherapy XIV(l): 23-32), as well as successfiil use of IFN-y 
antibodes in animal model systems to inhibit or reverse SLE-like conditions (Ozmen et 
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al. (1995), Eur. J. Immunology 25:6-12; Jacob etal. {\9^1\J.Exp. Med. 166:798-803; 
US Patent No. 6,036,956). These references, taken as a whole, constitute evidence that 
Applicant's claimed utility recited in claim 55 is, in fact, credible, and that the 
unsupported assertion in the Office Action to the contrary is incorrect. The above 
references not only teach that inhibition of IFN-y with anti-IFN-y antibodies is effective 
in treating SLE-related diseases, but also teach that antibodies having different epitope . 
binding specificity are effective in treating SLE-related diseases. Thus, the IFN-y 
antibodies of the present invention, v^^hich have different epitope binding specificity than 
the IFN-y antibodies described in the references, would be expected to be effective in 
treating the same diseases. Therefore, efficacy of the IFN-y antibodies of the prior art in 
treating certain diseases provides the necessary scientific basis to establish a reasonable 
expectation that the IFN-y antibodies of the present invention would be effective in 
treating the same diseases. Applicant submits that this data constitutes evidence that the 
asserted utility of the IFN-y antibodies claimed in the present invention is credible, and 
that the unsupported assertions in the Office Action to the contrary are without merit. 

Applicant further submits that the above prior art references also constitute 
evidence that IFN-y antibodies are effective in treating multiple conditions associated 
with SLE, including systemic lupus erythematosus (SLE), as well as particular conditions 
associated with SLE, such as lupus nephritis. Thus, the prior art references support the 
fiill scope of utility recited in claim 55, namely "systemic lupus erythematosus (SLE) and 
lupus nephritis." 

Applicant forther submits that the amendment of claim 57 is proper and should be 
entered by the Examiner, in view of the fact that the rejection under §112, first paragraph, 
is a new ground of rejection, to which Applicant has not previously had any opportunity 
to respond. MPEP 706.07 provides that "amendments touching the merits of the 
application which otherwise might not be proper may be admitted upon a showing a good 
and sufficient reasons why they are necessary and why they were not presented earlier.'''' 
Applicant submits that the amendments were not presented earlier because the rejection 
under §1 12, first paragraph, had not been issued earlier, and the amendments are 
necessary in order to adequately respond to the merits of the new ground of rejection. 
Applicant fiarther submits that the amendments place the claims in condition for 
allowance, and, at the very least, place the claims in better condition for appeal. 
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In summary. Applicant submits that a prima facie case of lack of enablement has 
not been established. The lack of FDA approval of IFN-y antibodies for SLE is an 
improper basis for rejecting the claims on grounds of lack of enablement and should be 
withdrawn as a ground of rejection. No other evidence or reasoning has been submitted in 
support of the assertion that IFN-y antibodies would not be expected to treat SLE. 
Nevertheless, in the interests of expediting prosecution, Applicant has provided published 
references which teach that IFN-^ antibodies are effective in treating SLE-related 
diseases, evidence that the claimed IFN-y antibodies would be expected to be effective in 
treating SLE-related diseases, as set forth in claim 55. Thus, Applicant has provided 
evidence that IFN-y antibodies have been shown to be effective in treating SLE-related 
diseases. For the above reasons. Applicant submits that claim 55 recites a credible utility, 
which satisfies the enablement requirement of 35 USC 1 12, first paragraph. 



Applicants respectfully submit that all conditions of patentability are met in the 
above pending claims as amended, and as originally or newly presented. Allowance of 
the claims is thereby respectfiilly requested. 

If there are any outstanding issues regarding this response or application, the 
Examiner is encouraged to contact the undersigned representative to resolve such issues, 
so that the claims may be allowed and issued without fiirther delay. 



CONCLUSION 



Respectfully submitted, 



Brinks Hofer Gilson & Lione 



Brinks Hofer Gilson & Lione 
405 S. Main Street, Suite 800 
Salt Lake City, UT 841 1 1-3400 



Date: September 12, 2007 




Phone; 801-333-7905 



Enclosures; Exhibits A-E 
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